Sensitisation of Ehrlich ascitic tumour cells to methotrexate by inhibiting glutaminase.
Glutaminase activity is correlated with cancer proliferation and with growth rate in normal cells. Ehrlich ascites tumour cells (EATC) and their derivative 0.28AS-2 cells, which express antisense glutaminase mRNA, show differences in both morphology and tumorigenic capacity. Cell viability was determined with the microtetrazolium cytotoxicity test assay. Immunofluorescence staining with annexin-V and propidium iodide was carried out to assess the number of apoptotic cells. 0.28AS-2 cells are less resistant to H2O2 than EATC, since half the concentration of H2O2 caused a similar effect on the cell population in 24 h. Methotrexate significantly inhibited the proliferation of both EATC and 0.28AS-2 cells at concentrations higher than 64 nM after 48 h of exposure. 0.28AS-2 cells are highly sensitised to methotrexate. These results provide insights into the possible role of glutaminase in cancer therapy by demonstrating that the expression of antisense mRNA for glutaminase decreases chemoresistance to some pro-apoptotic agents.